• ■ .— ' "VENCHEN 05 

,08-09^2000 uuu u,dJ, - J " 



o O- 0 : 14- -57 :514r 288 8389 



9 2 "cA 009900895 



- 31 - 



M3 

® 

IT! 



W 



WHAT IS '-r.ATMEP 

\ „» a f ft * che diagnosis of metabolic bone flla- 
• \ ^Hent which comprises the seep 

eases - A^f ^ ^ a biolosicaX sample of » 

^ Ax t etalircTpTHr, levels fro* ^ •* • — 

j. IM " e °F osteoporosis, osteopetrosis or 

diseases is osteomalacia, osteopo 

Paget 's disease A 

* method W the treatment of metabolic bone dis- 
3 . A mew * .^^i-terins to a patient a com- 

eas 7 rvr&t a ^:r^ - -ti— 

activity- v 

•A'-i.jin wherein said metabolic bone 
The method of \claim 3, wherein 



4. 



steomalal 



Eta r osteoporosis, osteopetrosis or 



diseases is os 
Paget' s disease. . 

use ot a compoA for th. elation of PEX enw- 

Ltic activity for the Wfwwr. ° f " med " a, * ent 
«e*tinf metallic bone Wes. wherein said confound 

Elates ™ and ^ V- ^ °^ laSt 

activity- x 
6 . n. use of claim S. W.i» said metabolic *»e 
diseases is osteomalacia, osteoporosis. osteopetroses or 

Paget 's disease- 
n A method for the treatment of metabolic bone dis- 

eases, Jl- comprises modulatil PTH and PTHrP levels 
£t reflate osteoblast activity ^ a patient to modulate 
bone breakdown and bone formation. 
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^method of claim 8, wherein said xnetaboUc bone 
disease. i\ osteo^lacia , osteoporosis, osteopetrosis 
Paget' s disease. 

Use la compound for the Nation of PTH and 

MHrP levels V* ie9Ulate ° St90bla3t * CtlVity 
treatment of meeeb° liC ima * disease5 - 

10 The use o* claim 9. wherein said metabolic bone 

peases is osteoma^- osteoporosis, osteopetroses or 
Paget 's disease- 

, no n-human transgenic mammal to study the role of 
PBX in bone development and homeostasis, 
and somatic cells contain a PEX gen. construct for espres 
3ion ofPEX in osteoblast consisting essentially of a 
recent . gene se=*ence under the ccntro o^a 
proximal promoter of a pro-al(I) collagen gene, the PEX 
gene construct being introduced into the mammal, or an 
ancestor of the mammal, at an embryonic stage. 

12 The non-human mammal of claim 11, which is a mouse 
and the pro*** Promoter is murine pro-al(I» collagen 
gene- 

13 The non-human mammal of claim 12, wherein saxd 
-^ine pro-al(I) collagen gene i. a 2.3 Kb fragment 
thereof. 
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